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Fig. 14A 

SEQ ID NO:l Human GDF- 8 precursor protein - protein 
sequence 

MQKLQLCVY I YLFML I VAG P VDLNENS EQKENVEKEGLCNACTWRQNTKS S 
RI EAI KI QI LSKLRLETAPN I S KDVI RQLLPKAPPLREL llDQYDVQRDDSS 
DGSLEDDDYHATTETIITMPTESDFLMQVDGKPKCCFFKFSSKIQYNKWK 
AQLW I Y LR P V ET PTT VF VQ I LRL I K PM KDGTR YTG I RS L KLDMN PGTG I WQ 
SIDVKTVLQNWLKQPESNLGIEIKALDENGHDLAVTFPGPGEDGLNPFLEV 
KVTDTPKRSRRDFGLDCDEHSTESRCCRYPLTVDFEAFGWDWI IAPKRYKA 
NYCSGECEFVFLQKYPHTHLVHQANPRGSAGPCCTPTKMSPINMLYFNGKE 
QI IYGKI PAMWDRCGCS 



# 
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Fig. 14B 



SEQ ID NO: 2 Human GDF- 8 precursor protein - DNA 
sequence 

ATGCAAAAACTGCAACTCTGTGTTTATATTTACCTGTTTATGCTGATTGT 
TGCTGGTCCAGTGGATCTAAATGAGAACAGTGAGCAAAAAGAAAATGTGG 
AAAAAGAGGGGCTGTGTAATGCATGTACTTGGAGACAAAACACTAAATCT 
TCAAGAATAGAAGCCATTAAGATACAAATCCTCAGTAAACTTCGTCTGGA 
AAC AG CTC CT AAC ATC AG C AAAG ATGTT AT AAG AC AACTTTT ACC C AAAG 
CTCCTCCACTCCGGGAACTGATTGATCAGTATGATGTCCAGAGGGATGAC 
AGCAGCGATGGCTCTTTGGAAGATGACGATTATCACGCTACAACGGAAAC 
AATCATTACCATGCCTACAGAGTCTGATTTTCTAATGCAAGTGGATGGAA 
AACCCAAATGTTGCTTCTTTAAATTTAGCTCTAAAATACAATACAATAAA 
GTAGTAAAGGCCCAACTATGGATATATTTGAGACCCGTCGAGACTCCTAC 
AACAGTGTTTGTGCAAATCCTGAGACTCATCAAACCTATGAAAGACGGTA 
CAAGGTATACTGGAATCCGATCTCTGAAACTTGACATGAACCCAGGCACT 
GGTATTTGGCAGAGCATTGATGTGAAGACAGTGTTGCAAAATTGGCTCAA 
ACAACCTGAATCCAACTTAGGCATTGAAATAAAAGCTTTAGATGAGAATG 
GTCATGATCTTGCTGTAACCTTCCCAGGACCAGGAGAAGATGGGCTGAAT 
CCGTTTTTAGAGGTCAAGGTAACAGACACACCAAAAAGATCCAGAAGGGA 
TTTTGGTCTTGACTGTGATGAGCACTCAACAGAATCACGATGCTGTCGTT 
ACCCTCTAACTGTGGATTTTGAAGCTTTTGGATGGGATTGGATTATCGCT 
CCTAAAAGATATAAGGCCAATTACTGCTCTGGAGAGTGTGAATTTGTATT 
TTTACAAAAATATCCTCATACTCATCTGGTACACCAAGCAAACCCCAGAG 
GTTCAGCAGGCCCTTGCTGTACTCCCACAAAGATGTCTCCAATTAATATG 
CT AT ATTTT AATGG CAAAG AAC AAAT AAT AT ATGGG AAAATT C C AG CG AT 
GGTAGTAGACCGCTGTGGGTGCTCA 
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Fig. 14C 



SEQ ID NO: 3 Human mature GDF- 8 - protein sequence 

DFGLDCDEHSTESRCCRYPLTVDFEAFGWDWI IAPKRYKANYCSGECEFVF 
LQKYPHTHLVHQANPRGSAGPCCTPTKMSPINMLYFNGKEQI IYGKIPAMV 
VDRCGCS 



SEQ ID NO: 4 Human mature GDF -8 - DNA sequence 

GATTTTGGTCTTGACTGTGATGAGCACTCAAOAGAATCACGATGCTGTCG 
TTACCCTCTAACTGTGGATTTTGAAGCTTTTGGATGGGATTGGATTATCG 
CTCCTAAAAGATATAAGGCCAATTACTGCTCTGGAGAGTGTGAATTTGTA 
TTTTT AC AAAAAT ATCCT C AT ACTC AT CTGGT AC AC C AAG C AAACC C C AG 
AGGTTCAGCAGGCCCTTGCTGTACTCCCACAAAGATGTCTCCAATTAATA 
TGCTATATTTTAATGGCAAAGAACAAATAATATATGGGAAAATTCCAGCG 
ATGGT AGT AG ACCG CTGTGGGTG CT C A 



SEQ ID NO: 5 Human GDF -8 propeptide - protein 
sequence 

NENSEQKENVEKEGLCNACTWRQNTKSSRIEAIKIQILSKLRLETAPNISK 
DVIRQLLPKAPPLRELIDQYDVQRDDSSDGSLEDDDYHATTETIITMPTES 
DFLMQVDGKPKCCFFKFSSKIQYNKWKAQLWIYLRPVETPTTVFVQILRL 
I KPMKDGTR YTG I RSLKLDMNPGTG I WQS I DVKTVLQNWLKQ PESNLG I E I 
KALDENGHDLAVTFPGPGEDGLNPFLEVKVTDTPKRSRR 



Fig. 14D 



Fig.l4E 
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Fig. 14F 



SEQ ID NO: 6 Human GDF- 8 propeptide - DNA sequence 

AATGAGAACAGTGAGCAAAAAGAAAATGTGGAAAAAGAGGGGCTGTGTAAT 
GCATGTACTTGGAGACAAAACACTAAATCTTCAAGAATAGAAGCCATTAAG 
ATACAAATCCTCAGTAAACTTCGTCTGGAAACAGCTCCTAACATCAGCAAA 
GATGTTATAAGACAACTTTTACCCAAAGCTCCTCCACTCCGGGAACTGATT 
GATCAGTATGATGTCCAGAGGGATGACAGCAGCGATGGCTCTTTGGAAGAT 
GACGATTATCACGCTACAACGGAAACAATCATTACCATGCCTACAGAGTCT 
GATTTTCTAATGCAAGTGGATGGAAAACCCAAATGTTGCTTCTTTAAATTT 
AGCTCTAAAATACAATACAATAAAGTAGTAAAGGCCCAACTATGGATATAT 
TTGAGACCCGTCGAGACTCCTACAACAGTGTTTGTGCAAATCCTGAGACTC 
ATC AAAC CT ATG AAAG ACGGT AC AAGGT AT ACTGG AATCCG AT CT CTG AAA 
CTTGACATGAACCCAGGCACTGGTATTTGGCAGAGCATTGATGTGAAGACA 
GTGTTGCAAAATTGGCTCAAACAACCTGAATCCAACTTAGGCATTGAAATA 
AAAGCTTTAGATGAGAATGGTCATGATCTTGCTGTAACCTTCCCAGGACCA 
GGAGAAGATGGGCTGAATCCGTTTTTAGAGGTCAAGGTAACAGACACACCA 
AAAAGATCCAGAAGG 



SEQ ID NO: 7 Human BMP- 11 precursor protein - 
protein sequence 

MVLAAPLLLGFLLLALELRPRGEAAEGPAAAAAAAAAAAAAGVGGERSSRP 
APSVAPEPDGCPVCVWRQHSRELRLES I KSQI LSKLRLKEAPNI SREWKQ 
LLPKAPPLQQILDLHDFQGDALQPEDFLEEDEYHATTETVISMAQETDPAV 
QTDGSPLCCHFHFSPKVMFTKVLKAQLWVYLRPVPRPATVYLQILRLKPLT 
GEGTAGGGGGGRRHIRIRSLKIELHSRSGHWQSIDFKQVLHSWFRQPQSNW 
GIEINAFDPSGTDLAVTSLGPGAEGLHPFMELRVLENTKRSRRNLGLDCDE 
HSSESRCCRYPLTVDFEAFGWDWI IAPKRYKANYCSGQCEYMFMQKYPHTH 
LVQQANPRGSAGPCCTPTKMSPINMLYFNDKQQIIYGKIPGMWDRCGCS 



Fig. 14G 
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SEQ ID NO: 8 Human BMP- 11 precursor protein - DNA 
sequence 

ATGGTGCTCGCGGCCCCGCTGCTGCTGGGCTTCCTGCTCCTCGCCCTGGA 
GCTGCGGCCCCGGGGGGAGGCGGCCGAGGGCCCCGCGGCGGCGGCGGCGG 
CGGCGGCGGCGGCGGCAGCGGCGGGGGTCGGGGGGGAGCGCTCCAGCCGG 
CCAGCCCCGTCCGTGGCGCCCGAGCCGGACGGCTGCCCCGTGTGCGTTTG 
GCGGCAGCACAGCCGCGAGCTGCGCCTAGAGAGCATCAAGTCGCAGATCT 
TGAGCAAACTGCGGCTCAAGGAGGCGCCCAACATCAGCCGCGAGGTGGTG 
AAGCAGCTGCTGCCCAAGGCGCCGCCGCTGCAGCAGATCCTGGACCTACA 
CGACTTCCAGGGCGACGCGCTGCAGCCCGAGGACTTCCTGGAGGAGGACG 
AGTACCACGCCACCACCGAGACCGTCATTAGCATGGCCCAGGAGACGGAC 
CCAGCAGTACAGACAGATGGCAGCCCTCTCTGCTGCCATTTTCACTTCAG 
CCCCAAGGTGATGTTCACAAAGGTACTGAAGGCCCAGCTGTGGGTGTACC 
TACGGCCTGTACCCCGCCCAGCCACAGTCTACCTGCAGATCTTGCGACTA 
AAACCCCTAACTGGGGAAGGGACCGCAGGGGGAGGGGGCGGAGGCCGGCG 
TCACATCCGTATCCGCTCACTGAAGATTGAGCTGCACTCACGCTCAGGCC 
ATTGGCAGAGCATCGACTTCAAGCAAGTGCTACACAGCTGGTTCCGCCAG 
CCACAGAGCAACTGGGGCATCGAGATCAACGCCTTTGATCCCAGTGGCAC 
AGACCTGGCTGTCACCTCCCTGGGGCCGGGAGCCGAGGGGCTGCATCCAT 
TCATGGAGCTTCGAGTCCTAGAGAACACAAAACGTTCCCGGCGGAACCTG 
GGTCTGG ACTG CG ACG AGCACT C AAG CG AGT CC CG CTG CTG C CG AT AT CC 
CCTCACAGTGGACTTTGAGGCTTTCGGCTGGGACTGGATCATCGCACCTA 
AGCGCTACAAGGCCAACTACTGCTCCGGCCAGTGCGAGTACATGTTCATG 
CAAAAATATCCGCATACCCATTTGGTGCAGCAGGCCAATCCAAGAGGCTC 
TGCTGGGCCCTGTTGTACCCCCACCAAGATGTCCCCAATCAACATGCTCT 
ACTTCAATGACAAGCAGCAGATTATCTACGGCAAGATCCCTGGCATGGTG 
GTGGATCGCTGTGGCTGCTCT 



SEQ ID NO: 9 Human BMP-11 mature - protein sequence 

NLGLDCDEHSSESRCCRYPLTVDFEAFGWDWI IAPKRYKANYCSGQCEYMF 
MQKYPHTHLVQQANPRGSAGPCCTPTKMSPINMLYFNDKQQI IYGKIPGMV 
VDRCGCS 



Fig. 141 



Applicants: Neil M. Wolfman, et al. 
For: Modified and Stabilized GDF 
Propeptides and Uses Therefor 
Docket No.: AM 1 00384 




Fig. 14J 



SEQ ID NO: 10 Human BMP-n mature - DNA sequence 

AACCTGGGTCTGGACTGCGACGAGCACTCAAGCGAGTCCCGCTGCTGCCG 
ATATCCCCTCACAGTGGACTTTGAGGCTTTCGGCTGGGACTGGATCATCG 
CACCTAAGCGCTACAAGGCCAACTACTGCTCCGGCCAGTGCGAGTACATG 
TTCATGCAAAAATATCCGCATACCCATTTGGTGCAGCAGGCCAATCCAAG 
AGGCTCTGCTGGGCCCTGTTGTACCCCCACCAAGATGTCCCCAATCAACA 
TGCTCTACTTCAATGACAAGCAGCAGATTATCTACGGCAAGATCCCTGGC 
ATGGTGGTGG ATCG CTGTGGCTG CTCT 



SEQ ID NO: 11 Human BMP-11 propeptide - protein 
sequence 

AEGPAAAAAAAAAAAAAGVGGERSSRPAPSVAPEPDGCPVCVWRQHSRELR 
LES IKSQILS KLRLKEAPN I SRE WKQLLPKAPPLQQ I LDLHDFQGDALQP 
EDFLEEDEYHATTETVISMAQETDPAVQTDGSPLCCHFHFSPKVMFTKVLK 
AQLWVYLR P V PR PATVYLQ I LRLKPLTG EGTAGGGGGGRRH IRIRSLKIEL 
HSRSGHWQSIDFKQVLHSWFRQPQSNWGIEINAFDPSGTDLAVTSLGPGAE 
GLHPFMELRVLENTKRSRR 



Fig. 14K 
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Fig. 14L 



SEQ ID NO: 12 Human BMP- 11 propeptide - DNA 
sequence 

GCCGAGGGCCCCGCGGCGGCGGCGGCGGCGGCGGCGGCGGCGGCAGCGGC 
GGGGGTCGGGGGGGAGCGCTCCAGCCGGCCAGCCCCGTCCGTGGCGCCCG 
AGCCGGACGGCTGCCCCGTGTGCGTTTGGCGGCAGCACAGCCGCGAGCTG 
CGCCTAGAGAGCATCAAGTCGCAGATCTTGAGCAAACTGCGGCTCAAGGA 
GGCGCCCAACATCAGCCGCGAGGTGGTGAAGCAGCTGCTGCCCAAGGCGC 
CGCCGCTGCAGCAGATCCTGGACCTACACGACTTCCAGGGCGACGCGCTG 
CAGCCCGAGGACTTCCTGGAGGAGGACGAGTACCACGCCACCACCGAGAC 
CGTC ATT AG C ATGGC CC AGG AG ACGG AC C C AG C AGT AC AG AC AG ATGGC A 
GCCCTCTCTGCTGCCATTTTCACTTCAGCCCCAAGGTGATGTTCACAAAG 
GTACTGAAGGCCCAGCTGTGGGTGTACCTACGGCCTGTACCCCGCCCAGC 
CACAGTCTACCTGCAGATCTTGCGACTAAAACCCCTAACTGGGGAAGGGA 
CCGCAGGGGGAGGGGGCGGAGGCCGGCGTCACATCCGTATCCGCTCACTG 
AAGATTGAGCTGCACTCACGCTCAGGCCATTGGCAGAGCATCGACTTCAA 
G C AAGTG CTAC AC AG CTGGTTCCG CC AG C C AC AG AGC AACTGGGG C ATCG 
AGATCAACGCCTTTGATCCCAGTGGCACAGACCTGGCTGTCACCTCCCTG 
GGGCCGGGAGCCGAGGGGCTGCATCCATTCATGGAGCTTCGAGTCCTAGA 
GAACACAAAACGTTCCCGGCGG 



SEQ ID NO: 13 GDF- 8 signal sequence - protein 
sequence 

MQKLQLCVY I YLFML I VAGPVDL 



SEQ ID NO: 14 BMP- 11 signal sequence - protein 
sequence 



Fig. 14M 



Fig. 14N 



MVLAAPLLLGFLLLALELRPRGEA 
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Fig. 14Q 



SEQ ID NO: 15 Human IgGl-Fc - protein sequence 

EPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRT-PEVTCVWDV 
SHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRWSVLTVLHQDWLNGK 
EYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCL 
VKG FY PS D I AVEWE SNGQ PENNY KTT P P VLD S DG S F F L Y S KLT VDKS RWQQ 
GNVFSCSVMHEALHNHYTQKSDSLSPGK 



SEQ ID NO: 16 Human IgGl-Fc modified - protein 
sequence 

DKTHTCPPCPAPEALGAPSVFLFPPKPKDTLMISRTPEVTCVWDVSHEDP 
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRWSVLTVLHQDWLNGKEYKCK 
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFY 
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFS 
CSVMHEALHNHYTQKSLSLSPGK 



Fig. 14P 



